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DETAILED ACTION 

Claims 1-12 and 14 are pending in the instant application. It is noted that the 
sequences have been rejoined as a result of the petition decision on 1/26/2007. 

Applicant's request for reconsideration of the finality of the rejection of the last 
Office action is persuasive and, therefore, the finality of that action is withdrawn. 

Response to Arguments-Claim Rejections - 35 USC § 112 

Claims 1 stands rejected under 35 U.S.C. 112, first paragraph, for the reasons of 
record set forth in the office actions mailed on 4/14/2006 and 9/1 8/06, as well as the 
advisory action mailed on 12/20/06 and reiterated below. 

One of ordinary skill in the art would not recognize that applicant was in 
possession of such a large scope of therapeutic agents, as instantly recited. With 
regards to claim 1 , applicant argues that applicants have no control over inhibitors that 
have not yet been described in the art. However, the test for written description is 
possession and applicant clearly is not in possession of any therapeutic agent that is 
effective to reduce the amount of clusterin in melanoma cells by disclosing antisense 
oligonucleotides and RNAi inhibitors. The claim embraces a multitude of inhibitors such 
as small molecule inhibitors, antibodies, miRNAs, ribozymes, aptamers, as well as any 
other inhibitory agent. Applicant argues In re Fuetterer, which was responded to by the 
examiner in the office action mailed on 9/18/06. The examiner is not requiring for 
applicant to discover which possible therapeutic agents will function properly in the 
method, but rather is requiring a description of an adequate number of species of 
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therapeutic agents to be used by the method that is commensurate with the scope of 
the instant claim so that one of ordinary skill in the art would recognize that applicant 
was in possession of the claimed invention. 

New Objections/Rejections 
Claim Objections 

Claims 6-10 and 12 are objected to as being dependent upon a rejected base 
claim, but would be allowable if rewritten in independent form including all of the 
limitations of the base claim and any intervening claims. 

Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1 and 14 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Kriegetal. (WO 99/51259). 

The above claims are directed to a method for treatment of melanoma in a 
mammalian subject comprising administering to the subject a therapeutic agent 
effective to reduce the amount of clusterin in the melanoma cells, wherein the 
therapeutic agent is an oligonucleotide. 
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Krieg et al. teach methods of treating cancer including melanoma by stimulating 
an antigen specific response against a cancer antigen. Krieg et al. teach methods of 
treating cancer, more specifically melanoma, comprising introducing a CpG 
oligonucleotide to a subject in need thereof. Although Krieg et al. are silent as to the 
ability of the CpG oligonucleotide to reduce the effective amount of clusterin in the 
melanoma cells, Krieg et al. teach a method of treating melanoma with an 
oligonucleotide and the method is therefore considered to necessarily reduce the 
effective amount of clusterin in the melanoma cells, as instantly recited. The instant 
claims do not recite that the agent or oligonucleotide needs to have any specific 
relationship with clusterin, but rather be able to reduce the effective amount of clusterin. 
Since Krieg et al. teach the active step of administering an agent, more specifically an 
oligonucleotide, to treat melanoma in a subject in need thereof, the oligonucleotide 
would necessarily be considered to reduce the effective amount of clusterin as a result 
of treating melanoma, absent evidence to the contrary. Since melanoma is being 
reduced by the oligonucleotide of Krieg et al., clusterin present in the cells would 
necessarily be reduced as well. 

As stated in the MPEP (see MPEP 2112), something that is old does not become 
patentable upon the discovery of a new property. A recitation of the intended use of the 
claimed invention must result in a structural difference between the claimed invention 
and the prior art in order to patentably distinguish the claimed invention from the prior 
art. If the prior art structure is capable of performing the intended use, then it meets the 
claim. In a claim drawn to a process of making, the intended use must result in a 
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manipulative difference as compared to the prior art. See In re Casey, 370 F.2d 576, 
152 USPQ 235 (CCPA 1967) and In re Otto, 312 F.2d 937, 939, 136 USPQ 458, 459 
(CCPA 1963). Therefore, the instant claims are anticipated by Krieg et al. 

Claims 1 , 2, 1 1 , and 14 are rejected under 35 U.S.C. 1 02(b) as being anticipated 
by Saijo et al. (Oncology Research, Vol. 6, No. 6, 1994, pages 243-249). 

The above claims are directed to a method for treatment of melanoma in a 
mammalian subject comprising administering to the subject a therapeutic agent 
effective to reduce the amount of clusterin in the melanoma cells, wherein the 
therapeutic agent is an oligonucleotide, more specifically an antisense 
oligpdeoxynucleotide. The therapeutic agent is an RNA molecule effective to reduce 
the amount of clusterin in the melanoma cells by an RNAi mechanism. 

Saijo et al. teach a method of administering antisense phosphorothioate 
oligodeoxynucleotides in vivo to mice targeted to LOX melanoma cells and resultant 
inhibition of tumor growth in vivo. 

The instant specification discloses "The terms RNA, RNA molecule(s), RNA 
segment(s) and RNA fragment(s) may be used interchangeably to refer to RNA that 
mediates RNA interference. These terms include double-stranded RNA, single-stranded 
RNA..." (see last paragraph on page 5). Therefore, the antisense oligonucleotide of 
Saijo et al. meets the instant limitation of an RNA molecule that would act via an RNAi 
mechanism. 
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Although Saijo et al. are silent as to the ability of the antisense oligonucleotide to 
reduce the effective amount of clusterin in the melanoma cells, Saijo et al. teach a 
method of treating cancer with an oligonucleotide targeted to melanoma cells and the 
method is therefore considered to necessarily reduce the effective amount of clusterin in 
the melanoma cells, as instantly recited. The instant claims do not recite that the agent 
or oligonucleotide needs to have any specific relationship with clusterin, but rather be 
able to reduce the effective amount of clusterin. Since Saijo et al. teach the active step 
of administering an agent, more specifically an antisense oligonucleotide, to treat 
cancer via targeting melanoma cells in a subject in need thereof, the oligonucleotide 
would necessarily be considered to reduce the effective amount of clusterin as a result 
of treating melanoma, absent evidence to the contrary. Since melanoma cells are being 
reduced by the oligonucleotide of Saijo et al., clusterin present in the cells would 

necessarily be reduced as well. 

As stated in the MPEP (see MPEP 2112), something that is old does not become 
patentable upon the discovery of a new property. A recitation of the intended use of the 
claimed invention must result in a structural difference between the claimed invention 
and the prior art in order to patentably distinguish the claimed invention from the prior 
art. If the prior art structure is capable of performing the intended use, then it meets the 
claim. In a claim drawn to a process of making, the intended use must result in a 
manipulative difference as compared to the prior art. See In re Casey, 370 F.2d 576, 
152 USPQ 235 (CCPA 1967) and In re Otto, 312 F.2d 937, 939, 136 USPQ 458, 459 
(CCPA 1963). Therefore, the instant claims are anticipated by Saijo et al. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-5, 11 and 14 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Saijo et al. (Oncology Research, Vol. 6, No. 6, 1994, pages 243- 
249), as explained in the rejection under 35 U.S.C. 102(b) above, in view of Bennett et 
al. (US 6,1 11,094) 

The above claims are directed to a method for treatment of melanoma in a 
mammalian subject comprising administering to the subject a therapeutic agent 
effective to reduce the amount of clusterin in the melanoma cells, wherein the 
therapeutic agent is an oligonucleotide, more specifically an antisense 
oligodeoxynucleotide. The antisense oligonucleotide spans either the translation 
initiation site or the termination site and is enhanced for in vivo stability with a 2'-0- 
methoxyethyl modification. The therapeutic agent is an RNA molecule effective to 
reduce the amount of clusterin in the melanoma cells by an RNAi mechanism. 

Saijo et al. teach a method of administering antisense phosphorothioate 
oligodeoxynucleotides in vivo to mice targeted to LOX melanoma cells and resultant 
inhibition of tumor growth in vivo. 
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The instant specification discloses "The terms RNA, RNA molecule(s), RNA 
segment(s) and RNA fragment(s) may be used interchangeably to refer to RNA that 
mediates RNA interference. These terms include double-stranded RNA, single-stranded 
RNA..." (see last paragraph on page 5). Therefore, the antisense oligonucleotide of 
Saijo et al. meets the instant limitation of an RNA molecule that would act via an RNAi 
mechanism. 

Although Saijo et al. are silent as to the ability of the antisense oligonucleotide to 
reduce the effective amount of clusterin in the melanoma cells, Saijo et al. teach a 
method of treating cancer with an oligonucleotide targeted to melanoma cells and the 
method is therefore considered to necessarily reduce the effective amount of clusterin in 
the melanoma cells, as instantly recited. The instant claims do not recite that the agent 
or oligonucleotide needs to have any specific relationship with clusterin, but rather be 
able to reduce the effective amount of clusterin. Since Saijo et al. teach the active step 
of administering an agent, more specifically an antisense oligonucleotide, to treat 
cancer via targeting melanoma cells in a subject in need thereof, the oligonucleotide 
would necessarily be considered to reduce the effective amount of clusterin as a result 
of treating melanoma, absent evidence to the contrary. Since melanoma cells are being 
reduced by the oligonucleotide of Saijo et al., clusterin present in the cells would 
necessarily be reduced as well. 

Saijo et. al. do not teach antisense oligonucleotides that span either the 
translation initiation site or the termination site or 2'-0-methoxyethyl modifications. 

Bennett et al. teach general antisense oligonucleotide design and teach that 
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preferable target regions include the start codons of a desired target. Bennett et al. 
teach that preferred antisense oligonucleotides comprise modified sugar moieties 
including 2-O-methoxyethyl and that such modifications enhance the affinity of the 
antisense oligonucleotide for a nucleic acid target and increase stability of the 
oligonucleotide in the presence of nucleases. 

It is noted that instant claim 3 does not require for the antisense oligonucleotide 
to span the translation initiation site or termination site of any specific target sequence. 
Therefore, any antisense oligonucleotide utilized in a mammalian subject to treat 
melanoma cells targeted to the translation initiation site or termination site of a target 
that is effective to reduce melanoma would necessarily reduce clusterin, as explained 
above. 

It would have been obvious to one of ordinary skill in the art to target the 
antisense oligonucleotides of the method of Saijo et al. to the initiation site, as taught by 
Bennett et al. It would have been obvious to one of ordinary skill in the art to 
chemically modify the antisense oligonucleotides of the method of Saijo et al. with 2'-0- 
methoxyethyl modifications, as taught by Bennett et al. 

One would have been motivated to target the antisense oligonucleotides of the 
method of Saijo et al. to the initiation site because Bennett et al. teach that start codons 
are a preferable target region for antisense inhibition of target gene expression. One 
would have been motivated to chemically modify the antisense oligonucleotides of the 
method of Saijo et al. with 2'-0-methoxyethyl modifications because Bennett et al. teach 
that 2-O-methoxyethyl modifications enhance the affinity of antisense oligonucleotides 
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for a nucleic acid target and increase stability of the oligonucleotide in the presence of 
nucleases. Furthermore, Saijo et al. teach phosphorothioate modifications have been 
widely used because of their increased stability to nucleases. It would have been 
obvious to incorporate another chemical modification, 2-O-methoxyethyl, which was 
known to add the same benefits. 

Finally, one would have a reasonable expectation of success given that Bennett 
et al. teaches that start codons are preferable target regions for antisense 
oligonucleotides. One would reasonably expect for such design to benefit the activity of 
the oligonucleotide of the method of Saijo et al. as well. Furthermore, one would have a 
reasonable expectation of success that a 2'-0-methoxyethyl modification would 
enhance the activity of the oligonucleotides of the method of Saijo et al. because both 
Saijo et al. and Bennett et al. teach chemical modifications that enhance oligonucleotide 
stability. 

Thus in the absence of evidence to the contrary, the invention as a whole would 
have been prima facie obvious to one of ordinary skill in the art at the time the invention 
was made. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Amy H. Bowman whose telephone number is (571) 272- 
0755. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Doug Schultz can be reached on (571) 272-0763. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA^or 571-272-1000. 



AHB • 




Amy H Bowman 

Examiner 
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